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CLAIMS 



1 . An 8-a2a-bicyclo[3.2.1]octane derivative of the Formula I: 



10 



20 




^ (I) 



or any of its isomers or any mixture of its isomers, 
or a phamiaceutically acceptable salt thereof, 
wherein 

R° represents hydrogen or alkyi; 

which alkyi is optionally substituted with one or more substituents 
independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy, cyano, hydroxy, amino, nitro, 
alkoxy, cycloaikoxy, alkyi, cyctoalkyi, cycloalkylalkyi, alkenyl and 
alkynyi; 

15 X represents -0-, -S- or -NR**-; 

wherein R' represents hydrogen, alkyi, -C(=0)R'' or-SOaR"; 



wherein R** represents hydrogen or alkyi; 



R represents an aryl or a heteroaryl group, 

which aryl or heteroaryl group is optionally substituted with one or more 
subsOtuents independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy, cyano, hydroxy, amino, nitro, 
oxo, alkoxy, cycloaikoxy. alkyi, cycloalkyl. cycloalkylalkyi. alkenyl and 
alkynyi. 



2. The chemical compound of claim 1 , wherein 
R° represents hydrogen. 

25 3. The chemical compound ofclaimi, wherein 
R^ represents methyl. 

4. The chemical compound of any one of claims 1 -3, wherein 
X represents -0-. 

30 

5. The chemical compound of any one of claims 1 -3, wherein 
X represents 
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6. The chemical compounds of any one of claims 1 -5, wherein 
R represents an aryl or a heteroaryl group, 

which aryl or heteroaryl group is substituted with one or more substituents 
independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy. cyano, oxo. alkyi and alkoxy. 

7. The chemical compound of any one of claims 1 -5, wherein 
R represents a phenyl group, 

which phenyl group is optionally substituted wfth one or more subsOtuents 
Independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy, cyano and alkoxy. 

8. The chemical compound of any one of claims 1 -5, wherein 
R represents a thienyl group, 

which thienyl group is substituted with one or more substituents 
Independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy, cyano and alkoxy. 

9. The chemical compound of any one of claims 1 -5, wherein 
R'' represents a pyridyl group, 

which pyridyl group is substituted with one or more substituents 
independently selected from the group consisting of: 

halo, trifluoromethyl, trifluoromethoxy, cyano, hydroxy and alkoxy. 

1 0. The chemical compound of claim 1 , which is 

encro-3-(3,4.5-Trichlorothiophen-2-yioxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

o/2db-3-(3,443lchlorothiophen-2.yloxy>.8-methyl-8.a2abicycIo[3.2.1]octane: 

exo-3-(3,4,5-Trichlorothiophen-2-yloxy)-8-methyi-8-azabicycio[3.2.1]octane; 

exo-3-(1,2-Ben2oisothia2ol-3-yIoxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

exo-3-(5-Bromothlazol-2-yloxy)-8-methyl-8-azabicyclo[3.2. 1]octane; 

©xo-3-(Ben20thiazol-2-yloxy)-8-methyl-8-azabicyclo[3.2.1]oclane; ' 

exo-3-(6-Chlorobenzothiazoi-2-yloxy)-8-melhyl-8-azabfeyclo[3.2.1]octane; 

©xo-3-(Qulnoxalin-2-yioxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

exo-3-(Quinolln-2-yloxy)-8-methyl-8-azablcyclo[3.2.1]octane; 

exo-3-(Ben2oxazol-2-yloxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

Gxo-3-(6-Chloro-pyridazin-3-yloxy)-8-methyI-8-a2abicyclo[3.2.1]octane; 

©xo-3-(5-Chioro-pyridin-2-yloxy)-8-methyi-8-azabicyclo[3.2.1]octane; 

©xo-3-(lsoquinolin-1-yloxy)-8-methyl-8^bicyclo[3.2.1]octane; 
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exo-3-(6-Chloropyridin-2-yloxy)^-methyl-8-«zablcyclo[3.2.1]octane- 

exo-3-(5-Bromopyridln-2-yloxy)-8-methyl-8-azabl<yclo[3.2.1]oclane' 

exo-3-(6-Bromopyridin.2-yloxy)-8-methyl-8-azabicyclo[3.2.1]octane' 

©xo-3-(5-Bromopyrimidin-2-yloxy)-8-methyl-8-a2abicydo[3.2.1]octaTO 

e>fO^(Quinazolin-2-yIoxy).8-methyl-8-azabicyclo[3.2.1]octane- 

exo-3K5-Trifluoromethylpyridin-2.yloxy)-8-methy|.8^bicycloi3.2.1^^^^^^ 

exo-3K3A5-Tribromothiophen-2-yloxy).8-methyl-8-azabicyclo[3.2.1]octan^ 

exo-3-(4-Bromothlophen-2-yloxy)-8-me1hyl-8-azabicyclo[3.2.1]octane- 

©nofo-3-(3^romo-5K5hloro-thiophen-2-yloxy)-8-methyl-8-a2abi^^^^^^ 

encfc>3-(4-Bromo^Krfitoro-thiophen-2.yloxy)-8-methyl-8^ 

e/7do-3-(3,4.5-Trichlorolhiophen.2-yloxy)-8-H-8-a2abicydo[3.2J]^^ 

exo-3-(2.3-Dichlorophenoxy)-8-H-8-azabicyclo[3.2.1]octane; 

©xo-3-(3,4-Dichlorophenoxy)-8-H-8-azabicycIo[3.2.1]oclane; 

exo-3-(3.4.5-TrichlorothiophGn-2-yloxy)-8-H-8-a2abicycto[3.2.1]octanG: 

©xo-3-(3-Chloro-4-fluorophenoxy)-8-H-8-azablcyclo[3.2.1]oclane; 

©xo-3-(3-Chloro-phenoxy)-8-H-8-azabicyclo[3.2.1]octane; 

exc>-3-(4-Chloro-3-fluorophenoxy)-«-H-8-azabicyclo[3.2.1]oclane: 
exo-3-(4-Chloro-phenoxy)-8-H-8^zabicycIo[3.2.1]oclane; 

exo^.(2-Chloro.3-trffluoromethyl-phenoxy)-8-H-8-a2abicyclo[3.2.1]octane- 

exo-3-(FIuorBn-9-one-2-yloxy)-8-H.8-azaWcycio[3.2.1]oclane: 

exo-3-(1,2-Benzolsothlazol-S.yloxy)-8-H-8-azablcyclo[3.2.1]octane; 

©xo-3-(3.4-Dichlorophenylthio)-8-methyl-8-azabicycIo[3.2.1]octarfe;' 

enrfo-3-(3.4-Dichlorophenoxy)-8-H-8-azabicyclo[3.2.1]oclane; 

exo-3-(4-Chloro-3-trifluoromethylphenoxy)-8-H-8-azablcyclo[3.2.1]ocla^^ 

exo-3-(2-Dibenzofuranyloxy).8-H-8-azabicycIo[3.2.1]octane; 

©xo-3-(1-Naphthyloxy)-8-H-8-a2abicyclo[3.2.1]octane; 

exo-3-(2-NapWhyloxy)-8-H-8-azablcyclo[3.2.1]odane| 

exo-3-(3-Chloro-4-cyanophenoxy)-8-H-8-azabicyclo[3.2.1]octane.- 

©xo-3-(4-Chloro-3HrTiethylphenoxy)-8-H-8-azabicyclo[3.2.1]octan 

9xo-3-(4^hloronaphthalen-1-yloxy)-8-H-8-a2abicyclo[3.2.1]octane; 

exo-3-(Quinolin-2-yloxy)-8-H-8-azabIcycIo[3.2.1]octane; 

exo-3-(5-Chloro-pyridin-2-yl)-8-H-&«zablcyclo[3.2.1]octan©; 

©xo-3-(4-Methoxyphenoxy)-8-H-8-azabicyclo[3.2.1]ocrane; 

©xo-3-(lsoqulnolin-5-yloxy)-8-H-8-azabicyclo[3.2.1]oclane; 

exo-3-(6-Bromo-naphthalen-2-yloxy)-8-H-8-azablcycIo[3.2.1]octanG; 

©xo-3-(4-Bromo-3-chloro-phenoxy)-8-H-8-azabicyclo[3.2.1]octane; ' 

©xo-3-(Quinolln-6-yloxy)-8-H-8-azabicyclo[3.2.1]octane; 

exo-3-(4-Trffluorophenoxy)-8-H-8-azabicyclo[3.2.1]octane; 

©xo-3-(4-Cyanophenoxy)-8-H-8-azabicyclo[3.2.1]octane; ' 
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Gxo-3-(Quinolln-8-yloxy)-8-H-S.azablcyclo[3.2.1loclane; 

exo-3-(4-Methylphenoxy)-8-H-8-a2ablcyclo[3.2.1]oclane; 

exo-3-(6-Chloropyridin.2-yloxy)-8-H-8-azabicyclo[3.2.1]ciclane; 

exo-3-(5-Bromopyridin-2-yloxy)-8-H-8-azabicyclo[3.2.1]octane; 

exo-3-(6-Bromopyridin-2-yloxy)-8-H-8-a2abicyclo[3.2.1]octane;' 

exo-3-(lsoqulnolin-1-yloxy)-8-H-8-azabicyclo[3.2.1]octane: 

Gxo-3-(3-TrifluorDmethoxyphenoxy)-8-H-8-azabicycIo[3.2.1]octane; 

exo-3-(4-Trifluoromethoxyphenoxy)-8-H-8-azabicyclo[3.2.1]octane' 

Gxo-3-(6-Methoxypyridln.2-yloxy)-8-H-8-azabicyclo[3.2.1]octane: ' 

exc>^-(5-Trffluoromethylpyridln-2-yloxy)^-H-8-azabicyclo[3.2.1]oc^ 

©xo-3-(6-Ethoxypyridln-2-yloxy)-8-H-8-azabicyclo[3^.1]octane- 

exo-3-(4.Fluoro-34rifluoromethylphenoxy)^H-8^bl<yclo[3.Z1]^^^ 

exo-3-(2.3-Dichlorophenoxy)-8-methyl-8-a2abicycloI3.2.1]octane; 

exo-3-(3.4-Dichlonophenoxy)-8-methy|.8-azablcyclo[3.2.1]oclane: 

exo-3-(3-Chlorio-4-f1uorophenoxy)-8-methyl-8.azabicyclo[3.2.1]ocrtane- 

©xo-3-(4-ChIoro-3-fluorophenoxy)-8-rnethyI-8^bicyclo[3.2.1]octane' 

exo^(2-Chloro-3-trffluoromethylphenoxy)-8-methy|.8-azablcyclo[3.2^oclan^ 
©xo-3-(3-Chloro-phenoxy)-8-methyl-8-a2abicyclo[3.2. IJoctane 

excH3-(4-Chloro-phGnoxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

ex(>^-(Fluoren-9-one-2-ytoxy>8-rnethyl-8-a2abicyclo[3.2.1]octane- 

exo-3-(3.4-Dichlorophenylthio)-8-methyl-8-azabkycIoI3.2.1]octanG- 

exo-3-(1-Naphthyloxy)-8-methyl-8-azabicyclo[3.2.1]oclanG; 

exo-3-(2-NaphthyIoxy)-8-methyf-8-azabicyclo[3.2.1]octane; 

exo.3<4.Chloro-3-trmuoromethylphenoxy)-8-methy|.8-a2ablcyclop^^^ 

©xo-3-(3-Chloro-4-cyanophenoxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

exo-3-(2-Dibenzofuranyloxy)-8-methyl-8-azabicyclo[3.2.1]octane: 

exo-3-(4<;hIoronaphthalen-1-ylo)cy)-8-methyl-8-azabicyclo[3.2.1]o<rtane^ 

Gxo-3-(4-Chloro-3-methylphGnoxy)-8-methyl-8-azabicyclo[3.2.1]octane:' 

exo-3-(4-MethQxyphenoxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

©xa^-(7-MethoxynaphthalGn-2-yIoxy^8-mGthyI.8-azabicyclo[3.2.^ 

exo-3-(6-MGthoxynaphthaten-2-yloxy)-8HrTiGthyl-8-^zablcycIo[3.Z 

exo-3-(4-Bromo-3-chloro-phGnQxy)-8-mGthyl-8-azabicyclo[3.2.1]oclanG; 

exo-3-(lsoquinolin-5-yl)-8-melhyl-8-azabicyclo[3.2.1]octanG; 

exo-3-(6-Bromo-naphthalen-2-yloxy)-8-methyl-8-a2abicyclol3.2.1]oclanG: 
exo-3-(3-MethoxyphGnoxy)-8-mettiy|.8-azabicyclo[3.2.1]oclanG; 
©xo-3-(4-Cyanophenoxy)-8-methyl-8-azablcyclo[3,2.1]odanG; ' 
©xo-3-(Quinolin-6-yloxy)-8-methyl-8-azablcyclo[3.2.1]octanG; 
exo-3-(1 ,2,3,4-Tetrahydronaphthalen-6-yloxy)-8-methyl-8- 
azabicyclo[3.2.1]octanG; 
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exo-3-(4-Trifluoromethylphenoxy)-8-methy|.8^bicycIo[3.2.1]octane- 
exo-3-(4-Methylphenoxy)-8-me1hyl-8-a2abicyclo[3.2.1]octane; 
exo-3-(8-Quinolinyl)-8-methyI-8-a2ablcyclo[3.2.1]octane; 
exo-3-(5-lndanyloxy)-8-methyI-8-azablcycIo[3.2.1]octane; 

exo-3-(4.Methoxynaphthalen.1-yloxy)-8-mGthyl-8-azablc3^clo[3.2.1]oc^^ 
exo-3-(Indol-5-yloxy)-8-methyl-8-azabicyclo[3.2.1]octane; 

exo-3K3-TiifluoromGthoxyphenoxy)-8-methyI-8-azabicyclo[3.2.1]octane: 

exo-3-(4-Trffluorornethoxyphenoxy)-8-methyl-8-azablcyclo[3.2.1]octane; 

©xo-3K4-Fluoro-3-trffluoromethylphenoxy)-8-methyl-8^bicydo[3.2.1]oc^ 

endo-3.(3,4-Dichlorophenoxy)*methyl-8-azablcyclo[3.2.1]oclane- 

exo-3-(3.4-DichIoix)phenoxy)-8.(2-hydroxyethyl^&^icyclo|3.2.1^^^ 

exo-3-(3ADIchlorophGnoxy)-8-(cyanomethyl)-8-azabicyclo[3.2.1]octane: 

exo-3-(3,4-Dlchlorophenoxy).8-(cydopropylmethyl)-8-azabicydo[3.2.1]o^^^ 

exo-3-(3,4-Dlchlorophenoxy)-8-(allyl)-8-azabicydo[3.2.1]octanG; 

exo-3-(3.4-Dichlorophenoxy)-8-(methoxyethyl)-8-a2abicydo[3.2.'l]octane- 

exo-3-(6-Methoxypyridin-2-yloxy)-8-methyl-8-azabicydo[3.2.1]odane; 

exo-3-(6-Ethoxypyrldln-2-yloxy)-8-methyl-8-azabicydo[3.2.1]odane; ' 

exo-3-(6-Hydroxy-pyridin-2-yloxy)-8-methyl-6-a2abicyclo[3.2.1]octane; 

©xo-3-(6-Cyan(>flaphthaten-2-yloxy)-8-methyl-8-azabjcydo[3.2.1]octa'ne- 

exo-(3,4-Didiloro-phenyI)-(8-methyl-8-aza-blcydo[3.2.1]oct-3-yl)-amlne ' 

endb-(3,4-Dichloro-phenylH8-methyl-8-aza-bkydo[3.2.1Iod-3-ylHormyla^^ 

exo-(3.4-Dichloro-phenylH8-methyl-8-aza-bicydoI3.2.1]ort-3-yl)-fo^^^ 

or any of its Isomers or any mixture of Its isomere. or a phannaceutlcally 

acceptable salt thereof. 

1 1 . A pharmaceutical composition, comprising a therapeutically effective amount of a 
compound of any one of claims 1-10. or any of its isomers or any mixture of Its 
isomere, or a pharmaceuHcally acceptable salt thereof, together with at least one 
pharmaoeutlcally acceptable carrier, exdpient or diluent. 

12. Use of the chemical compound of any of daims 1-10. or any of its Isomers or any 
mixture of its isomers, or a pharmaceulically acceptable salt thereof, for the 
manufacture of a medicament 

1 3. The use according to daim 1 2. for the manufacture of a phamiaceutlcai 
phannaceutical composition for the treatment, prevention or alleviation of a 
disease or a disorder or a condition of a mammal, induding a human, which 
disease, disorder or condition is responsive to inhibition of monoamine 
neurotransmitter re-uptake In the central nervous system. 
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™od d,sorder, depression, atypical depression, major depressive diso^ler. 
dys*ym,o disorder, bipolar diso«Jer. bipolar I disorder, bipolar II dlsonJer 
Wmte ^sorder, .ood diso^r due to a gene.l med'i c«, oondC ' 
subsfancennducad mood disorder, pseudodementla. Ganser's syndron*. 
obsesswe compulsive disorder, panic diso«)er. panic dlsorter vlout 
^hoba. panic disorder with agoraphobia, agomphobla w,tt,oirt history of 

hyperacu«ty dsorder. obesity, anxiety, generalized anxiety disorder, eating 
drsorder, Parkinson's disease, parkinsonism, dementia. d«L.ia of ac^r^ 
senrle dementia. Aizhelme.s disease, ecuired Immunodefldency sZZ 
dernentra complex, memory dysfunction in ageing, specific pholi. sodalZbia 
P<»t^umatic stress disorder, acute stress disorder, drug ^teUcinX' ' 
mta«e, cocarne abuse, nicotine abuse, tobacco abuse, ateohol addictfon 
ak»ho^. parn. chronic pain, inflammatory pain, neuropathic pan. migraine 

^^^^JT^- '^'^'^"^ -^adache, pain associated 
wr* depressron. fibromyalgia, arthritis, osleoarthritis. rheumelokl arthritis back 
^In. cancer pain, irritable bowel pain, irdtable bowel syndrome, pcst^e,^ 
parn. post-stroke pain, dnr^^nduced neuropathy, diabette neu.^^. 
sympatt,et|oallj™aintained pain, trtgemlnal neuralgia, dental pain, nwofedal 
pa^. phantom^imb pain, bulimia, premens.n«. syndrome, ^1^"^ 
syndrome, post-traumatic syndrome, chronic Wigue syndrome, urinary 
Z2 'Z!;^'' 'ncominence. nocturnal incntlnence. 

eaing drsoTders, anorexia nervosa, sleep disorters. auUsm. mutism, 
taohotiilomanla. narcolepsy, post-stroke depression, stioke-lnduced brain 
damage, stroke-induced neuronal damage or Qilles de la Tourettes disease. 

A metlK.d for fceatment. preventton or allevlattan of a disease cr a disorder or a 
conditon of a living animal body. Including a human, whteh disorder, disease or 
condition ,s responsive to inhlbitton of monoamine neur»t,««mltfer rBHiplake in 
*e oemral nen»us system, which method comprises the step of adminlLng to 
such a liw,g animal body in need the^ a therapeuttaally effWive amr^^a 

ir:?r°"""' " '"^ ""^^ '^'"^ "--^ IsomerTo?^,^ 
mixtuiB of Its isomers, or a pharmaceuttealiy acceptable salt thereof. 



